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ABSTRACT: 

The present invention provides methods of screening an agent for activity using 
teleosts. Methods of screening an agent for angiogenesis activity, toxic 
activity and an effect cell death activity in teleosts are provided. Methods 
of screening an agent including a drug for an activity in the brain or central 
nervous system in zebrafish are provided. The invention further provides high 
throughput methods of screening agents in multi-well plates. Functional 
blood-brain barrier (BBB) was present in embryo zebrafish demonstrating it's 
usefulness for screening agents for BBB permeability. 
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dioxolo [7,8] isoquino[3,2-b] [3] benzazocine-20 , 1 ' (2 »H) -isoquinolin] -19-one, 
5- (acetyloxy) -3 ' ,4 ' , 6, 6a, 7 , 13 , 14 , 16-octahydro-6 1 , 8 , 14 -trihydroxy-7 ' , 9- 
dimethoxy-4, 10,23 -trimethyl-, (l'R, 6R, 6aR,7R, 13S, 14S, 16R) - (CA INDEX 
NAME) 

Absolute stereochemistry. Rotation (-) . 
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Absolute stereochemistry. 
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activity) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(effective antitumor treatments with combinations of ET-743 with other 
antitumor agents resulting in additive and synergistic interactions) 
IT 50-02-2 , Dexamethasone 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 
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5- (acetyloxy) -3' ,4» , 6 , 6a, 7 , 13 , 14 , 16-octahydro-6 ' , 8 , 14 -trihydroxy-7 ' , 9- 
dimethoxy-4 , 10, 23 -trimethyl- , (1 ' R, 6R, 6aR, 7R, 13S, 14S, 16R) - (CA INDEX 
NAME) 



Absolute stereochemistry. Rotation (-) . 
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IT 50-02-2 , Dexamethasone 

RL : PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(hepatoprotectant ; effective antitumor treatments with combinations of 
ET-743 with other antitumor agents resulting in additive and 
synergistic interactions) 
RN 50-02-2 CAPLUS 

CN Pregna-1, 4-diene-3, 2 0-dione, 9-f luoro-11, 17 , 2 1-trihydroxy- 16 -methyl- , 
(lip, 16a)- (CA INDEX NAME) 

Absolute stereochemistry. 
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114899-77-3 , Ecteinascidin 743 

(improved use of antitumoral compound in cancer therapy) 
114899-77-3 US PAT FULL 

Spiro [6, 16- (epithiopropanoxymethano) -7, 13 -imino-12H- 1 , 3- 

dioxolo[7,8] isoquino[3,2-b] [3] benzazocine-20 , 1 ' (2'H) -isoquinolin] -19- 
one, 5- (acetyloxy) -3 ' ,4 ' , 6 , 6a, 7 , 13 , 14 , 16-octahydro-6 1 , 8 , 14 -trihydroxy- 
7' , 9-dimethoxy-4, 10,23 -trimethyl-, (l'R,6R, 6aR,7R, 13S, 14S, 16R) - (CA 
INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 




IT 50-02-2 

(improved use of antitumoral compound in cancer therapy) 



RN 50-02-2 USPATFULL 

CN Pregna-1, 4-diene-3, 20-dione, 9-f luoro-11, 17 , 21-trihydroxy- 16 -methyl- , 
(lip, 16a)- (CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



USPATFULL on STN 

2004:142434 USPATFULL <<LOGINID :: 20080113 >> 
Effective antitumor treatments 
Takahashi, Naoto, Tokyo, JAPAN 

Weitman, Steve, San Antonio, TX, UNITED STATES 
D'lncalci, Maurizio, Milan, ITALY 

Faircloth, Glynn Thomas, Cambridge, MA, UNITED STATES 

Giavazzi, Rafaella, Bergamo, ITALY 

Gescher, Andreas, Woodhouse Eves, UNITED KINGDOM 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 

DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
ABSTRACT : 



US 2004108086 Al 
US 2003-416086 Al 
WO 2001-GB4902 
Utility 
APPLICATION 

BANNER & WITCOFF, LTD. , 
BOSTON, MA, 02109-9601 
10 
1 

752 



20040610 
20030917 
20011106 



(10) 



< - - 



28 STATE STREET, 28th FLOOR, 



ET-743 is used in the preparation of a medicament for an effective treatment of 
a tumour by combination therapy employing ET-743 with another drug. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

Al US 2003-416086 Al 20030917 (10) <-- 

20011106 

IT 114899-77-3 , ET-743 

(effective antitumor treatments with combinations of ET-743 with other 
antitumor agents resulting in additive and synergistic interactions) 

IT 50-02-2 , Dexamethasone 

(hepatoprotectant ; effective antitumor treatments with combinations of 
ET-74 3 with other antitumor agents resulting in additive and 
synergistic interactions) 

IT 114899-77-3 , ET-743 

(effective antitumor treatments with combinations of ET-743 with other 



antitumor agents resulting in additive and synergistic interactions) 
RN 114899-77-3 US PAT FULL 

CN Spiro [6,16- (epithiopropanoxymethano) -7, 13 -imino-12H-l, 3 - 

dioxolo [7,8] isoquino [3, 2-b] [3] benzazocine-20 , 1 ' (2 ' H) -isoquinolin] -19- 
one, 5- (acetyloxy) -3 1 , 4 • , 6 , 6a, 7 , 13 , 14 , 16-octahydro-6 1 , 8 , 14 -trihydroxy- 
7 1 , 9-dimethoxy-4 , 10 , 23 -trimethyl- , (1 1 R, 6R # 6aR, 7R, 135,14s, 16R) - (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




IT 50-02-2 , Dexamethasone 

(hepatoprotectant ; effective antitumor treatments with combinations of 
ET-74 3 with other antitumor agents resulting in additive and 
synergistic interactions) 

RN 50-02-2 US PAT FULL 

CN Pregna-1, 4-diene-3 , 20-dione, 9-f luoro-11, 17 , 21-trihydroxy- 16 -methyl - , 
(lip, 16a)- (CA INDEX NAME) 

Absolute stereochemistry . 




=> d his 

(FILE 'HOME' ENTERED AT 21:04:11 ON 13 JAN 2008) 

FILE 'REGISTRY' ENTERED AT 21:04:22 ON 13 JAN 2008 
E ET 743/CN 
1 S E3 

E DEXAMETHASONE/CN 
1 S E15 

E INDOLE- 3 -CARBINOL/CN 
1 S E27 

FILE 'CAPLUS, US PAT FULL, USPATOLD, USPAT2 , MEDLINE' ENTERED AT 21:06:42 
ON 13 JAN 2008 



L4 4 S LI AND L3 

L5 26 S LI AND L2 

L6 9 S L2 AND L3 

L7 35 S L4 OR L5 OR L6 

L8 5 S L7 AND AY<2004 

L9 281 S.L3 AND (HEPATOTOXIC? OR ?TOXIC?) 

SAV L8 C10575132/A 

L10 116 S L9 AND CANCER 

Lll 20 S L10 AND AY<2004 
L12 5 S L3 (L) HEPATOTOXICITY 

L13 0 S L12 AND AY<2004 

L14 67 S L3 (L) LIVER 
L15 0 S L14 AND AY<2004 

L16 61 S L14 AND PY<2004 
L17 3 S L12 AND PY<2004 



LI 
L2 
L3 



